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PROPOSED AMENDED CLAIMS FOR DICUSS1QN PURPOSES ONLY 

I »52. (cancelled) 

53. (currently amended) A method of testing a candidate compound for the 
ability to act as an agonist of a high affinity melatonin receptor ligand, said method 
comprising: 

a) contacting said candidate compound with a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein comprising an ammo acid 
sequence subotantially identical at least S0% identical in amino acid sequence to 

SEQ TD NO: 12. or a melatonin binding fragment thereof, wherein the cell expresses on 
Lis surface said high affinity melatonin receptor protein or melatonin binding fragment 
thereof 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease m intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a fei^-afeity melatonin receptor 
ligand. 

54-77. (cancelled) 

78. (currently amended) A method of testing a candidate compound for the 
ability to act as an agonist of a high affi nity melatonin receptor ligand, said method 
comprising. 

a) contacting said candidate compound with a cell comprising an expression 
vector encoding a high atfa rty melatonin receptor protein comprising an amino acid 
sequence sub s tantially id e ntical at least 80% identical to that of SEP ID NO^ or a 
melatonin binding fragment thereof, wherein the cell expresses on its surface said high 
affinity melatonin receptor protein or melatonin binding fragment thereof; 
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b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

70. (cancelled) 



80. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a h i - gh affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a h+ghnrffo^ melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complement of SEQ ID NO:5 
under the following conditions: hybridization in 50% formamide, 1 M sodium chloride, 1 % 
SDS, 10% dextran sulfate, 100 ug/ml denatured salmon sperm at 42 °C 5 and filters washed in 2x 
SSC, 1%, SDS at 65 °C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

81 (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high affinity melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complement of SEQ ID NO:5 
under the following conditions: hybridization in 25% formamide, 1 M sodium chloride, 1% 
SDS, 10% dextran sulfate, 100 ug/ml denatured salmon sperm at 42 °C, and filters washed m 2x 
SSC. 1% SDS at 55 n C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 
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82. (previously presented ) The method of claim 81, wherein the expression vector 
comprises the sequence of SFQ JD NO: 5. 

83. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor iigand, said method comprising: 

a) comae ung said candidate compound with a cell comprising an expression vector 
encoding a high affinity melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complement of S13Q ID NO:l 1 
under the following conditions: hybridization in 50% fonnamidc, 1 M sodium chloride, 1% 
SDS, 10% dextran sulfate, 100 ug/ml denatured salmon sperm at 42 °C, and filters washed in 2x 
SSC, 1% SDSal65 °C for 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAlVfP concentration, 
identifying said candidate compound as an agonist of a high-affifitty melatonin receptor Iigand. 

84. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor Iigand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high affinity melatonin receptor protein, wherein the expression vector comprises a 
sequence that hybridizes to a probe having the sequence of the complement ol'SEQ TD NO:l 1 
under the following conditions: hybridization in 25% formamide, 1 M sodium chloride, 1% 
SDS, 10%, dextran sulfate, 1 00 ug/ml denatured salmon sperm at 42 °C, and filters washed in 2x 
SSC l%SDSal55°Cfor 1 hour; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor Iigand. 



85. (previously presented) The method of claim 84. wherein the expression vector 
comprises the sequence of SEQ ID NO: 11 . 
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86. (currently amended) A method of testing a candidate compound for Ihe ability to act 
as an agonist of a fcgtwfeity melatonin receptor ligand, said method comprising; 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a h^hnrf&Hty melatonin receptor protein that consists of the amino acid sequence of 
SEQ ID NO: 1 2, or a melatonin binding fragment thereof, wherein the cell expresses on its 
surface said high affinity melatonin receptor protein or melatonin binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

87. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a hi gh affinity melatonin receptor ligand. said method comprising: 

a) contacting said candidate compound with a cell comprising an expression veaor 
encoding a high affinity melatonin receptor protein comprising the ammo acid sequence of 
SEQ ID NO:6, or a melatonin binding fragment thereof, wherein the cell expresses on its surface 
said high offifiity melatonin receptor protein or melatonin binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

88. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising; 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high affinity melatonin receptor protein that comprises the amino acid sequence of 
SEQ ID NO: 12, or a melatonin binding fragment, thereof, wherein the ceil expresses on its 
surface said high affinity melatonin receptor protein or melatonin binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 
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89. (currently amended) A method of testing a candidate compound Tor the ability to act 
as an agonist of a Mgh-a^My melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with a cell comprising an expression vector 
encoding a high affinity melatonin receptor protein consisting of the amino acid sequence of 
SEQ ID NO:6. or a melatonin binding fragment thereof, wherein the cell expresses on its surface 
said Iwgli affinity melatonin receptor protein or melatonin binding fragment thereof; 

b) measuring intracellular cAMP concentration in said cell; and 

c) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinit y melatonin receptor ligand. 

°° (nCW) The method of claim 53. wherein the melatonin raHprn r prote in differ, fmm 
SEQ ID NO: 1 2, or a melatonin binding fragment thereof nn] v b y conserve .nh.titnti.nc 



91 ' (nCw) ■ The method of cl * ir " 7S . whe rein the m elatonin recep tor pmtcin differ, from 
SEQ ID NO:6. or a melatonin binding fragment thereof on ly b y conservative .nhcHf.t,,^. 
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